(43) mm^jkma 

2005 ^6 ^ 16 B (16.06.2005) 




Hill 



PCX 



(10) m^yj^mm^ 
WO 2005/054301 Al 



(51) mmm^m'': 

(21) mmtams^z 

(22) mmtamB: 

(25) Hl^ 

(26) mv^<&mo>9iS: 

(30) ^i: 

4# 1^2003-385054 



C08B 37/08, A6 1 K 47/36, 9/22 
PCT/JP2004/0 16948 
2004^11 ^15 B (15.11.2004) 



2003 ^ 14 B (14.11.2003) JP 
*#|^2003-407681 2003 ^ 12 5 B (05. 12.2003) JP 
4#BS2004-259157 2004 i^9 fl7 B (07.09.2004) JP 



(71) tbiifix (*s$B*< ^xrotg^nicoix-c;: fp 

HSSSI^xC^^ (CHUGAI SEIYAKU KABUSHIKI 
KAISHA) [JP/JP]; t 1 158543 M'SC^itZ^rA STB 
5 Hi Tokyo (JP). 

(72) 

(75) f§B^#/ltiiIA('*BIC-Dl\r<Di^): It ISit (HAHN, 
Sei Kwang) [KR/JPJ; =r4128513 gtBg !l®^^rti|6)P1 

1 ra 1 3 5Si6 *ni8^^*ie#^±rtshi2uoka(jp). 

TMife HI (SHIMOBOJI, Tsuyosiii) [JP/JP]; =r4128513 

^^ttF*3 Shizuoka (JP). 
(74) itmX: — * . ^(SHAMOTO, ICHIO et al.); =r 

1000004 fflE:**Hr- T a 2 » 1 # St* 

^HiejUa O 6E J.T-y-/\5iS»!t#ilF*SSff Tokyo 
(JP). 

rem*/ 



(54) Title: CROSSLINKED POLYSACCHARIDE MICROPARTICLES AND PROCESS FOR PRODUCING THE SAME 
(54) f6M<0«IS:: ^HS^mWLf&^ISJ^lf^mm^f,^ 





100 




90 




80 




70 




60 




50 




0 


40 


EP 


30 




20 


A 




10 




0 





24 48 72 



A- RELEASE OF EPO (%) 
B„ TIME (hn) 



96 120 144 168 

mm (hrs) B 



192 216 240 264 



m 

in 
o 

o 



(57) Abstract: It is intended to provide a long-lasting sustained release preparation of a drug such as a protein or a peptide which 
can hold the drug such as a protein or a peptide enclosed therein at a high enclosure ratio without inhibiting the biological activ- 
ity of the drug, and is injectable, completely biodegradable and highly safe. A solution containing a polysaccharide (for example, 
hyaluronic acid) derivative having a crosslinkable functional group or its salt together with a drug, which has a low concentration 
so that the crosslinkage reaction can progress only al a low speed in the state of micro particles, is dehydrated to a concentration at 
which the crosslinkage can proceed. Thus, the crosslinkage reaction is induced during the concentration and the drug is enclosed 
in the crosslinked polysaccharide to give drug-carrying microparlicles. Thus, an injectable sustained release preparation holding a 
drug such as a protein or a peptide highly efficiently enclosed therein while maintaining its biological activity and being capable of 
sustainedly releasing the drug over a long time can be obtained. 

(57) ^$^1: -<^^ h*m<Dm^(D±^7S\i^mmi±-rizMiixmvmxv^. -ovx^^^izf^ur-. 



wo 2005/054301 Al lililllilllililiillllllillililiili 



(81) i^^m(m7jk(Dtj:i^m^) . ±x(Dmm(Dmi^^mti< 

pJtg;: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG. BR, 
BW, BY, BZ, CA. CI 1, CN, CO, CR. CU, CZ, DE, DK, DM. 
DZ. EC, EE, EG. ES. FI, GB. GD, GE. GH, GM. HR.-HU. 
ID, IL. IN. IS, JP. KE. KG. KP. KR, KZ. LC. LK, LR, LS, 
LT, LU, LV. MA, MD. MG. MK, MN. MW,.MX, MZ, NA, 
Nl, NO, NZ, OM, PG, PH, PL, 1>T, RO, RU, SC, SD, SE, 
SG, SK, SL, SY, TJ, TM, TN, TR, TT, TZ, UA, UG. US, 
UZ, VC, VN, YU, ZA, ZM. ZW. 

(84) ^g^ucg^Fco^cLxpsy. ±x<Dmm(Dmm^mt<^ 

tgj: ARIPO (BW, GH, GM, KE, LS, MW, MZ, NA, SD, 
SL, SZ, TZ, UG, ZM, ZW), IL—'y vT (AM, AZ, BY, 
KG, KZ, MD, RU, TJ, TM), B — ny/i (AT, BE. BG, 



CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, 
IS, IT. LU. MC, NL, PL, PT. RO, SE, SI, SK, TR), OAPI 
(BF. BJ. CF. CG. CI, CM. GA. GN, GQ. GW. ML. NE, 
SN. TD, TG). 



